4 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World InteUectual Property 
Organization 
International Bureau 

(43) International Publication Date 
6 May 2005 (06,05.2005) 




PCT 



(10) International Publication Number 

wo 2005/040186 A3 



(51) International Patent Classification^: C07H 21/00. 
C12N 15/65 

(21) International Application Number: 

PCT/EP2004/0 11615 

(22) International Filing Date: 14 October 2004 (14.10.2004) 



(25) Filing Language: 



English 



(81) Designated States (unless otherwise indicated, for every 
kind of national protection available): AE, AG, AL, AM, 
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, H, 
GB, GO, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE. 
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, 
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG, 
PH, PL, Pi; RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, 
TN, TO, IT, TZ. UA, UG, US, UZ, VC. VN, YU, ZA, ZM, 
ZW. 



(26) Publication Language: 



English 



(30) Priority Data: 
03078253.6 



14 October 2003 (14. 10.2003) EP 



(71) Applicant (for all designated States except US): DSM 
IP Assets B.V. [^ayNL]; Het Overloon 1, NL-6411 TE 
Heerlen (NT.). 

(72) Inventor; and 

(75) Inventor/Applicant (for US only): VAN DEN BERG, 
Marco, Alexander [NL/NL]; Voorstraat 3 IB, NL-2685 
EH POELDUK (NL). 



(84) Designated States (unless otherwise indicated, for every 
kind of regional protection available): ARIPO (BW, GH, 
GM, KE, I^, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, 
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FT, 
FR, GB, GR, HU, TE, IT, LU, MC, NL, PL, PT, RO, SE, SI, 
SK, TO), OAPI (BF, BJ, CF, CG, CI. CM, GA, GN, GQ. 
GW, ML, MR, NE, SN, TD, TG). 

Published: 

— with international search report 

(88) Date of publication of the international search report: 

21 July 2005 



(74) Agents: MATULEWICZ, Emil, Rudolf, Antonius et al.; For two-letter codes and other abbreviations, refer to the "Guid- 
DSM Intellectual Property, Delft Office (600-0240), P.O. ance Notes on Codes and Abbreviations" appearing at the begin- 



Box 1, NL-2600 MA Delft (NL). 



ning of each regular issue of the PCT Gazette. 



< 

\o 

OO (54) Title: METHOD FOR PREPARING A MODIFTED HOST CELL 



^ (57) Abstract: The present invention relates to a method for preparation of a modified host cell which comprises the steps of (a) 
O transfecting a host cell with at least one compound of interest to which a label is covalently coupled and (b) isolating the transfected 
1^ host cell, wherein the label provides to the host cell a non-inheritable trait. Modified host cells according to the invention can be 
^5 directly separated from the non-modified host cell. To this end use is made of labels, which can be monitored at the modified cells 

(such as fluorescent labels) and which enable separation of the modified and non-modified host cells by suitable means. In case of 
^ fluorescent labels use can be made of a Fluorescent Activated Cell Sorter. Suitable compounds of interest according to this invention 
Q are compounds, which enable to change permanently or transiently a metabolic property of the host cell. Examples of compounds are 

polynucleotides, proteins or metaboHtes. The host cells modified according to the present invention can be used for the production 

of proteins, metabolites and cell biomass. 



INTERNATIONAL SEARCH REPORT 



lnteijff%>nal Application No 

PCT7EP20O4/O11615 



A. CLASSIFICATIOH OF SUBJECT MATTER 

IPC 7 C07H21/00 C12N15/55 



Aocorcfing to International Patent QIaaaifioation (IPO) orto both national oiassification and tPg 



B. FIELDS 8EAHCHED 



Minimum dooumentatlon search ed (classiflcatton system foilcwed by daesifioatton symbols) 

IPC 7 C07H C12N 



Oocumentatbn searohed other than minimum documentation to the extent that such documenSs are Included in the fteids searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) . 

EPO-Internal, MEDLINE, WPI Data, PAJ. BIOSIS, EMBASE, CHEM ABS Data, SCISEARCH 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



CSation of document, with indication, wh^e appropriate, of the relevant passages 



Relevant to eU&m No. 



JOHNSON A L ET AL: "A method to monitor 
DNA transfer during transfection." 

AAPS PHARMSCI 

vol. 1, no. z', 1999, page E6, XP0S2268416 
ISSN: 1522-1059 
abstract; figure 10 

page 4, column 1, paragraph 2 - page 5» 
column 1, paragraph 2 

US 6 608 213 Bl (OKAHATA YOSHIO ET AL) 
19 August 2003 (2003-08-19) 
abstract; claims 7,8 
column 7, line 44 - column 8, line 3; 
figure 10 

US 6 262 252 Bl (WOLFF JON A ET AL) 
17 July 2001 (2001-07-17) 
example 11 

-/-- 



1-26 



1-26 



1-25 



[1 



Further dbouments are lisied in the continuation of box C. 



jj^ j Patent family members are listed in annex. 



^ Special categories of cited documents : 

'A* document defining the genera) etata of the art which is not 
considered to be of parlicidar pdevance 

'E' earlier document but published on or after tiie international 

filing date 

'L" document which may throw doubts ontanority claim(6] or 
which is «ted to establish the publication date of another 
citation or other special reason (as specified) 

"O* document refening to an oral disclosure, use, exhibition or 
other means 

"P' document published prior to the Intematlonal filing data but 

later than th© priority date claimed 



T* later doctisment published alter the Intsmatlonal filing date 
or priori date and not in oonfliot with the application but 
cited ta understand the principle or theory underlying the 

Inventus^ 

"X* dooumenftof particular relevance; the olalmed invention 
cannot be considered novel or cannot be considered to 
invoh^e on Inventive step when the document Is taken alone 

"Y" dooumenftof particular relevance,' ^e claimed invention 
cannot be considered to Invoh/e en inventive step when the 
document ia combined with one or mors other suoh doou- 
mants, such combination being obvious to a person skilted 
intheaidt. 

*&' document member of the same patent fanuly 



Date of the aotual eomplaiion of the Intematlonal search 



7 April 2005 



Date of reidUng of the international searoh report 



20/04/2005 



Name and mailing address of the ISA 

European Patent Office, P.B. 5d18 Patentlaan 2 

NL-2280HVRi}swiji( 

Tel. (+31-70) 340-2040, Tx. 31 ©51 epo nl, 

Fax: (+31-70) 340-3016 



Authorized officer 



Vandenbogaerde, A 



FOim PCT/1SA/210 (second sheet) (Januafy2004} 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 



tntefflmonal Application No 

PCT/EP20O4/011615 



C^Contlnuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category^ 



A 



Citation of document, ynrtth indication, where appropriate, of the relevant passages 



EP 1 321 523 A (DSM NV) 
25 June 2003 (2003-06-25) 
abstract 

page 5, line 45 - page 9. line 43 

WO G3/027261 A (FUNCTIONAL GENETICS INC 
;LI LIMIN (US)) 3 April 2803 (2003-04-03) 
abstract; claims 1-31 



Ralavant to olatm No. 



1-26 



1-26 



Fbim PCT/iSA/210 (oontintwtioA of seoond eheat] (January 2004} 



page 2 of 2 



INTERNATIONAL SEARCH REPORT 

v^Yormation on patent family membws 



Patent document 
cited in search report 



Publication 
data 



[niBTjff^ml Application No 

PCT7EP2e04/0116l5 



Patent family 
member{s) 



Publication 
date 



us 6608213 


Bl 


19-08-2003 


JP 


3425623 


B2 


14-07-2093 








1 n 
JP 


20G 1289851 A 


19-10-2091 








FR 


2807432 Al 


12-10-2001 


US 6262252 • 


Bl 


17-07-2001 


EP 


0984977 Al 


15-03-2000 








WO 


9852961 Al 


26-11-1998 








us 


2G03 125527 Al 


03-07-2003 


EP 1321523 


A 


25-06-2003 


EP 




Al 


25-01-1995 








EP 






25-06-2003 








AT 


238425 


T 


15-05-2003 








AU 


5302998 


A 


14-05-1998 








AU 


69G909 


B2 


07-05-1998 








AU 


6862894 


A 


02-02-1995 








BR 


9402912 


A 


11-04-1995 








CA 


2128589 


Al 


24-01-1995 






• 


CN 


M98743 


A 


15-02-1995 








DE 


69432543 


Dl 


28-05-2003 








DE 


69432543 


72 


24-12-2003 








DK 


635574 


T3 


11-08-2003 








ES 


2198410 


T3 


A. p4 ^N ^N ^N ^K. Jt 

01-02-2004 








FI 


943485 


A 


24-01-1995 








FI 


20041124 


A 


27-08-2004 








IE 


940591 


Al 


25-01-1995 








IE 


20030875 


Al 


14-01-20G4 








JP 


7147971 


A 


13-06-1995 








NZ 


264665 


A 


26-06-1998 








NZ 


299139 


A 


26-06-1998 








US 


6063614 


A 


16-G5-2000 








US 


5876988 


A 


02-03-1999 


WO 03027261 


A 


03-G4-2O03 


WO 


03827261 A2 


03-04-2003 



Forni PCT/ISA^IO {patent fcunQy annex) (January ^04} 



